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claimed. Support for these claim amendments can be found throughout the specification, e.g., at 
page 3, line 23 through page 4, line 2. 

Claims 1 and 14 have been amended to clarify that the activated MLK activity is an 
enzymatic activity, an ability to bind the SEKl protein, or an ability to phosphorylate the SEKl 
protein. Claim 19 has also been amended to similarly clarify that MLK activity of cell-free 
MLK is an enzymatic activity, an ability to bind the SEKl protem, or an ability to phosphorylate 
the SEKl protein. Support for these amendments can be found in die specification at, e.g., page 
9, lines 8-10; and at page 12, lines 23-25, 

Claims 2 and 9 have been amended to clarify that the cells express the mutated protein. 
Support for these claim amendments can be found at page 14, lines 12-5. 

Claim 17 has been amended to clarify that the surviving neuronal cells are transfected 
with nucleic acid encoding the mutated protciii. Support for this claim amendment can be found 
at page 4, lines 23-25. 

Claim 14 has been amended to correct the claim language, adopting "compound" (which 
is used in step (b)). and dropping "MLK inhibitor". Applicants regret this obvious typographical 
error. 

Claim 16 has been amended to correct a regretted typographical error. 

Claims 19 and 24 have been amended to clarify that the MLK protein is MLKl, MLK2, 
MLK3, or a combination thereof. Support for these amendments can be found throughout the 
specification, particularly in claims 20 and 24 as originally filed. 

Claim 19 has also been amended to clarify the steps of the claimed method. Support for 
this claim amendment can be found throughout the specification, particularly at page 4, lines 7- 
16; and at page 14, lines 19 through page 18, line 7. 

Claim 21 has been amended to change the antecedent basis to a pending claim. Claim 21 
has also been amended to clarify that the enzymatic activity is a kinase activity. Support for this 
claim amendment can be found throughout the specification, for example, at page 9, lines 1 1-14; 
and at page 4, lines 10-11. 
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Claim 30 has been amended to clarify that the viability step is for determining whether 
the compound has an ability to prevent neuronal cell death. Support for this claim amendment 
can be found in the specification, for example, at page 14, lines 3-10. 

Claims 7, 8, 12, 13, 22, and 23 have been amended to correct the antecedent basis for 
these claims to depend upon new cl^ 46 (claims 7 and 8), new claim 47 (claims 12 and 13) 
new claim 51 (claims 22 and 23) 

Claim 45 has been added to claim a method for detecting a compound that can both 
inhibit MLK activity and prevent neuronal cell death. Support for this new claim can be found in 
claim 19 as originally filed. 

The above amendments of the claims are done without prejudice to further prosecution of 
other embodiments of this invention in a continuation, continuation-in-pait, divisional, or other 
related appUcation. None of the above amendments adds any new matter to the Application. 



Applicant submit that the present amendments place the claims in better condition for 
allowance. If the Examiner beUeves that any further discussion of this communication would be 
helpful, she is encouraged to contact the undersigned by telephone. 

No fees are believed to be due in connection with this communication. However, please 
apply any additional charges, or credit any overpayment, to our Deposit Account No. 08-0219. 



Hale and Dorr LLP 
60 State Street 
Boston, MA 02109 
617 526-6110 (Telephone) 
617 526-5000 (Fax) 

Dated: February 8, 2001 



CONCLUSION 




Respectfully submitted. 



Nancy Chiu 

Registration No. 43,545 
Agent for Applicant 
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APPENDIX A 

MarVeri-ii p VersloD nf the Amended Claims Pu rsuant to 37 C.F.R. §1.121(c)(l)(ii) 



1. (Thrice Amended) A method for assessing a compound's ability to prevent 
neuronal cell death [occurring in a mammal susceptible to or having a neurological condition], 
comprising: 

a) contacting a compound with cultured neuronal cells having activated MLK 
..t;.,wy , y^h^r^An the activated M T -K activity is selected from the pronp consisting of an 
.n^ ymnrir activi t y an ability to b ^n^ n SF.Kl oiotein. and an ability to phosphorylate a SEKl 

protein ; 

b) determining the number of cultured neuronal cells that die; 

wherein a decreased number of dead culmred neuronal cells in the presence of the compound 
compared to the number of dead cultured neuronal cells in the absence of the compound is 
indicative of the compound's ability to prevent neuronal cell death [occurring in a mammal 
susceptible to or having a neurological condition]. 

2. (Once Amended) The method of Claim 1. wherein the neuronal cells are 
[transfected with] ex pressing a mutated protein or treated with a neurotoxin to induce apoptosis. 

7. (Once Amended) The [method] compound of Claim [1] wherein the 
neurological condition is a neurological disease whereby glutamate or kainic acid mediated 
excitotoxicity is involved in neuronal ceU death. 

8. (Once Amended) The [method] compound of Claim [1] 46, wherein the 
neurological condition is Huntington's disease or Alzheimer's disease. 



-9 



dm aaoa aN« aibH ud it^rST tbbs ea aad 



Serial No. 09/156^7 
Art Unit 1631 

Exaxniner. Marianne P. Allen 

9. (Twice Amended) A method for assessing a compound's ability to prevent 
neuronal cell death [occurring in a mammal susceptible to or having a neurological condition], 
comprising: 

a) contacting a compound with cultured neuronal cells [transfected with] ex pressing 
a mutated protein or treated with a neurotoxin that induces neuronal cell death; and 

b) determining the number of cultured neuronal ceUs that die; 

wherein a decreased number of dead cultured neuronal cells in the presence of the compound 
compared to the number of dead cultured neuronal ceUs in the absence of the compound is 
indicative of the compound's ability to prevent neuronal cell death [occurring in a mammal 
susceptible to or having a neurological condition]. 

^_ ■ . .ji ^fr^iaJm rOI J.7. wherein the 

12. (Once Amenoen) ine imcuiuuj wmp^Matv. ^ l' j 

neurological condition is a neurological disease whereby glutamate or kainic acid mediated 
excitotoxicity is involved m neuronal cell death. 

13. (Once Amended) The [method] compound of Claim [9] 42, wherein the 
neurological condition is Huntington's disease or Alzheimer's disease. 

14. (Thrice Amended) A metiiod for assessing tiie ability of a [MLK inhibitor] 
compound to prevent neuronal ccU death [occurring in a manunal susceptible to or having a 

neurological condition], comprising: 

a) contacting a [MLK inhibitor] cpmpound with cultured neuronal cells having 
activated MLK nrti"f-^ ' '^rii^r^.teA MLK activity is selected from tiie group 
.onciainp nf an ^^.ym.tir activity, .hilifv to bind a SFKl prntmn, and an ability to 

phosphory '^tp « S^-Kl protein: 

b) contacting, in the presence of tiie compomMl. surviving cells from step (a) witii an 

agent that induces apoptosis; and 
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c) comparing the level of apoptosis in the cells in the presence of the [MLK 
inhibitor] compound with the level of apoptosis in the cells in the absence of the [MLK inhibitor] 
compound : 

wherein the [MLK inhibitor] compound is a potentially useful drug for treating the mammal 
when the level of apoptosis in the cells in the presence of the [MLK inhibitor] compound is less 
than the level of apoptosis in the cells in the absence of the [MLK inhibitor] compound . 

16. (Once Amended) The method of Claim [14] 15, wherein the neurotoxin is 
glutamate, quinolinic acid or kainic acid. 

17. (Once Amended) The method of Claim 14, wherein step (b) is perfonned by 
transfecting the surviving neuronal cells with pnddc acid encoding a mutated form of huntingtin 
or amyloid precursor protein. 

19. (Twice Amended) A method for [screening] assessins.a compound' s abiUty to 
inhibit MLK activity [and thereby prevent neuronal cell death occurring in a mammal susceptible 
to or having a neurological condition], comprising: 

a) contacting a compound with a MLK protein and substrate therefo r^wherein the 
MT K pmrein ^)^r..A frnm the groU P ^onci.tin. of MLK1 Ml ,K2. MLK3, and combinations 
thereof : 

b) measuring the level of MLK activit y whf rHn fhr, MT K activity is selected from 
.H. f^nn p .nn.i.tin r - "---rr^.tic activifv an ability to bind . SFK1 protein, and an abUity to 

phos phory liitft a SEKl protein; 

c) comparing the level of MLK activity in the presence of the compound with the 
level of MLK activity in the absence of the compound, wherein a decrease in MLK activity in 
the presence of the compound is indicative that the compomid h«s an ability to inhibit MLK 

activity [is a MLK inhibitor, 

d) contacting the compound with cultured neuronal cells having activated MLK 

activity; and 
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e) comparing the occunence of apoptosis in the cells in the presence of the 
compound with the occurrence of apoptosis in the cells in the absence of the MLK mhibitor; 
wherein the MLK inhibitor is a potentially useful drug for treating the mammal when the 
occurrence of apoptosis in the cells in the presence of the MLK inhibitor is less than the 
occurrence of apoptosis in the cells m the absence of the MLK mhibitor]. 

21 . (Twice Amended) The method of Claim [20] 19, wherein the [MLK] enzymatic 
activity is kinase activity. 

22. (Once Amended) The [method] compound of Claim [19] 51, wherein the 
neurological condition is a neurological disease whereby glutamate or kainic acid mediated 
excitotoxiciiy is involved in neuronal cell death. 

23. (Once Amended) The [method] compound of Claim [19] 51, wherein the 
neurological condition is Huntington's disease or Alzheimer's disease. 

24. (Twice Amended) A method for assessing a compound's ability to inhibit MLK 
activity [and thereby prevem neuronal cell death occurring in a mammal susceptible to or having 

a neurological condition], comprising: 

a) incubatmg a compound in the presence of a MLK protein and appropriate MLK 
substrate therefor, under conditions sufficient for enzymatic activity, whrrein the MLK protein is 
..WtedfTomther""P^""'^^«ting ofMT.«:t MT.K2.MTK-^ and combinations thereof ; and 

b) determining the presence or amount of phosphorylated product; 

wherein a change in amoum of phosphorylated product, when compared to incubating MLK with 
appropriate substrates absent the compound, is indicative of the compomid's ability to inhibit the 
enzymatic activity of MLK [and thereby prevent neuronal cell death in a mammal susceptible to 
or having a neurological condition]. 



- 12- 



din ayoa am andH ad it^isi 1002 80 aad 



Serial No. 09/156^67 
Art Unit 1631 

Examiner. Mariaime P. Allen 

29. (Twice Amended) A method for assessing a compound's ability to inhibit MLK 
kinase activity [and thereby prevent neuronal cell death occurring in a mammal susceptible to or 
having a neurological condition], comprising: 

a) contacting a neuronal cell with a compound under conditions sufficient for MLK 

enzymatic activity; and 

b) determining the presence or amount of phosphorylated MLK product; 
wherein a change in amount of phosphorylated product, when compared to incubating a cell 
absent the compound, is indicative of the compound's abiUty to inhibit MLK kinase activity [and 
thereby prevent neuronal cell death occurring in a mammal susceptible to or having a 
neurological condition]. 

30. (Twice Amended) The method of Claim 29 further comprising: 

c) determining cell viability after step (a); 

wherein any increase in the cell's viability status relative to a control is indicative of the 
compound's abUity to inhibit MLK Unase activity and thereby [affectmg the viability of the] 
prevent neuronal cell death. 
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